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Advanced Care Products NEWC RREST
Personal Products Company /\ C
691 Highway 1, P.O. Box 6024
North Brunswick, New Jersey 08902-0724 :

June 30, 1999
Dr. Mark Goldberger
Director, Division of Special Pathogens and
Immunologic Drug Products (HFD-590)
Food and Drug Administration
Center for Drug Evaluation and Research
9201 Corporate Boulevard
Rockville, MD 20850

GENERAL CORRESPONDENCE
Pending NDA 20-968

Miconazole Nitrate Vagina@and External Cream
Dear Dr. Goldberger: ,

Reference is made to pending NDA 20-968 for the prescription use of a 1200 mg miconazole
nitrate vaginall Jand 2% external cream for treating vaginal candidiasis. Reference is also
made to our teleconference today, June 30, 1999 in which FDA and Advanced -Care Products
ACP) agreed to the following changes for the labeling of the subject NDA. The agreements are
as follows: :

1. On the Package Carton, Physician Package Insert, Patient Package Insert, and Blister, the
established name will be ar Jeast half the size of the trade name, using the letter "L" as a
reference.

2. As agreed to in our submission of June 29, 1999, in the "Microbiol%
physician package insert, third paragraph, we will change the Qhrasi_\—/__/

- — , =
3. In the Physician Package Insert, "Warnings" section, cha@i\h——\j
. / _
4. Inthe Patient Package Insert, statement #1 under the heading "What is the MONISTAT® ~
DUAL-PAK 2" we will remove the hyphen/ o
5. In the Patient Package Insert under the heading ""What warnings should T know about
when using the MONISTAT® DUAL-PAK™?" we will revise the statemen

We commit that the Final Printed Labeling (FPL) will reflect the above-specified changes. If
you have any questions, please contact me directly at 732-524-1675.

Sincerely,
ADVANCED CARE PRODUCTS

P &-LMA-/ J S %}\——

Diane Herron
Director, Regulatory Affairs

cc: Dr. Christina Chi, Project Manager, DSPIDP (HF D-590)




ORIGINAL NEW DRUG APPLICATION
NDA 20-968 ‘
, MICONAZOLE NITRATE (1200 mg) VAGINAL OVULE
{ ITEM 13: PATENT INFORMATION

Asper 21 CFR § 314.53, we héreby submit the following patent information.
(1) Patent Number: 5,514,698

Date of Patent Expiration: March 21, 20147

(1) Type of Patent: Drug Product

(1ii)  Patent Owner: Advanced Care Products, Ortho Pharmaceutical
Corporation*, Raritan, NJ

(iv)  Patent Owner does have a place of business in the United States.

The undersigned declares that Patent No. 5,514,698 covers the formulation
and composition of the miconazole nitrate 2% external vulvar cream. This
product is used in conjunction with miconazole nitrate 1200 mg vaginal

These two products together are the subject of this application for
which approval is being sought.

* Ortho Pharmaceutical Corporation is an affiliate of Johnson & Johnson.
Advanced Care Products (ACP) was a division of Ortho Pharmaceutical
Corporation. ACP has subsequently been incorporated, as a business unit within
Personal Products Company. Reassignment of the Patent from Advanced Care
Products, Ortho Pharmaceutical Corp. to Advanced Care Products, Personal
Products Co. is in process.

13-000001




: ) EXCLUSIVITY SUMMARY FOR NDAa # Lo - ?!J) SUPPL &€
(" | # Ro-g 48 ‘ 7
Trade Name /Zor/g5/asl @:‘4@(—724”7 Generic Name #7/coma 3 ole miFrake
V%I)’é‘ I’P")Sécf ‘
- o 50, DS PIDP
Applicant Name /Qd//dnce»(, % ltodecc/sHFD # £ 52, .
/3///..57.1)’) DJ/ JA&@@Z 7%*/10?“& W/’,—.munp/w? re Sph\i ﬁédo‘c/\f .

Approval Date If Known 'ﬂzoe, 3o, 1994
, ~ T
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete PARTS
II and III of this Exclusivity Summary only if you answer "yes"
to one or more of the following question about the submission.

a) Is it an original NDA?
YES / &7 NO /_ /

b) Is it an effectiveness supplement? )x%b .

YES /___/ NO /__/

If yes, what type? (SEl, SE2, etc.)

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of biocavailability or
.biocequivalence data, answer "no.")

YES / ¥/ No /__/
If your answer is "no" because you believe the study is a
bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a bioavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study.

){;49

If it is a supplement requiring the review of clinical data
» “but it is not an effectiveness supplement, describe the
( . - change or claim that is supported by the clinical data:




d) Did the applicant request exclusivity?

YES /_l// NO /__ /

If the answer to (d) is "yes," how many years of exclusivity
did the applicant request? 37"’“" .

e) Has pediatric exclusivity been granted for this Active
Moiety? :
NG ' ; rereere?
g Wt LAareel //44 /‘ea»l et re

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a prod&ct with the same active ingredient(s), dosage
fOrm& strength, route of administration; and dosing schedule;
previously been approved by FDA for the same use? (Rx to OTC

switches should be answered NO-please indicate as such) c:f‘:
‘yld
YES /___/ No / ¥y XM

If yes, NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. :

3. Is this drug product or indication a DESI upgrade?

YES /___/ NO / 7
IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8 (even if a study was required for the
upgrade) .

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES lzz;‘

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug
.product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including




. other esterified forms, salts, complexes, chelates or clathrates)

( has been previously approved, but this particular form of the

: active moiety, e.g., this particular ester or salt (including
salts with hydrogen or coordination bonding) or other
non-covalent derivative (such as a complex, chelate, or
clathrate) has not been approved. Answer "no" if the compound
requires metabolic conversion (other than deesterification of an
esterified form of the drug) to produce an already approved
active moiety.

" YES /___/ NO /__ /

APPEARS THIS WAY
ON ORIGINAL




If "yes," identify the approved drug product(s) contéining the
active moiety, and, if known, the NDA #(s).

NDA#

- NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in
Part II, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one
never-before-approved active moiety and one previously approved
active moiety, answer "yes." (An active moiety that is marketed
under an OTC monograph, but that was never approved under an NDA,
is considered not previously approved.)

YES /__/ NO /__/

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART
ITI.

PART III TEREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability studies) essential to the approval
of the application and conducted or sponsored by the applicant.”
This section should be completed only if the answer to PART 1I,
Question 1 or 2 was "yes."




1. Does the application contain reports of clinical

investigations? (The Agency interprets "“clinical
investigations"™ to mean investigations conducted on humans other
than biocavailability studies.) If the application contains

clinical investigations only by virtue of a right of reference to
clinical investigations in another application, answer "yes,"
then skip to question 3(a). If the answer to 3(a) is "yes" for
any investigation referred to in another application, do not
complete remainder of summary for'that investigation.

YES /7 TS/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if
the Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation
is not essential to the approval if 1) no clinical investigation
is necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as bioavailability data, would be
sufficient to provide a basis for approval as an ANDA or
505(b) (2) application because of what is already known about a
previously approved product), or 2) there are published reports
of studies (other than those conducted or sponsored by the
applicant) or other publicly available data that independently
would have been sufficient to support approval of the
application, without reference to the clinical investigation
submitted in the application.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the applicant

or available from some other source, including the published
literature) necessary to support approval of the

application or supplement?

YES /+/ NO /__/

If "no," state the basis for your conclusion that a clinical
trial is not necessary for approval AND GO DIRECTLY TO
SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
‘product and a statement that the publicly available data
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would not independently support approval of the application?

. YES / /' / NO/__ /

s 275 THIS WAY
OH ORIGINAL
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(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /___/ No / 7

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness
of this drug product?

YES /___/ NO /;'//

If yes, explain:

(c) If the answers to (b)(l) and (b) (2) were both "no,"
identify the clinical investigations submitted in the
application that are essential to the approval:

- _ O/
Ipteshsation # /) Itndy # £ -voa i votnl

p # 2 w #F G7-v0ld P .

‘ “ 3 T z7-ﬂ07 ,:.)/ AM‘macaé'«.aéy
‘Studies comparing two pfoducts with the same ingredient (s) are
considered to be biocavailability studies for the purpose of this
section.

3. In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical
investigation” to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied on
by the agency to demonstrate the effectiveness of a previously
approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved
application.




a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied on
only to support the safety of a previously approved drug,
answer "no.")

Investigation #1 " YES / / NO / V/

Investigation #2 “YES /___/ NO /_:f/
Stves rgaboe # 3 : V0

If you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each
was relied upon:

b) For each investigation identified as "essential to the
approval", does the investigation duplicate the results of
another investigation that was relied on by the agency to
support the effectiveness of a previously approved drug
product?

Investigation #1 YES / / NO / V//

Investigation #2 YES / / NO / V//

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was
relied on:

c) If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that is
essential to the approval (i.e., the investigations listed
in #2(c), less any that are not "new"):

fnwo/;#zb'nvﬁ“/., JAé, # Fé-voa ™
. #2, w # 9L -00d T

4 # 3 o # 47-_'”’470-




—

4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or sponsored
by the applicant. An investigation was "conducted or sponsored
by" the applicant if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named
in the form FDA 1571 filed with the Agency, or 2) the applicant
(or its predecessor in interest) provided substantial support for
the study. Ordinarily, substantial support will mean providing
50 percent or more of the cost of the study.

a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND,
was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !

wo 4 Iyes / ¢ ! NO /__/ Explain:

Investigation #2 !

IND #( ). YES /7 ! NO /__/ Explain:

(b) For each investigation not carried out under an IND or
for which the applicant was not identified as the sponsor,
did the applicant certify that it or the applicant's
predecessor in interest provided substantial support for the

study? 5&69

Investigation #1

YES / / Explain NO / / Explain

Investigation #2

YES / / Explain NO / / Explain

1
|
!
1
1
1
|
1
1
1
]
1
1
1
1




(c) Notwithstanding an answer of "yes" to (a) or {b), are
there other reasons to believe that the applicant should
not be credited with having "conducted or sponsored" the
study? (Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug), the applicant may
be considered to have sponsored or conducted the studies
sponsored or conducted by its predecessor in interest.)

“YES /___/ NO /_ /

If yes, explain:

L) 2t

Signatu . ' Date
= Title: %/@7‘ Psrreger~
( [ Ry oty Fondtd i it

{ lf\l

Civision Direc

7%
cc: Original NDA Division File HFD-8% Mary Ann
Holovac




PEDIATRIC PAGE

(Complete for all original applications and afl efficacy supplements)
NOTE: A new Pediatric Page must be completed at the time of each action even though one was prepared at the time of the last action.

g o
( M 20-040 (:rg/ Supplement # < Circle one: SE1 SE2 SE3- SE4 SE5 SE6

T ade Dowrse ﬁa‘p‘ﬁfg@@ud-& 77T 777""4"“"‘"%?"‘ ‘47":‘461»{,4& /.21:0»7 * varm;mlée s

(3
HFD -0 Trade and generic names/dosage fOrmy?>c.o.ue 3 ore oo Action: &P) AE NA
) -39 ‘ > —~—L s, PP . sepi el itk PPeonay ofe G‘#{“n«/wd’.ur ke

Applicant /At asece sl (Core Therapeutic Class Uz 5.na/ Frs %’ﬂ#.‘g{
Vavlcots CRESS . v 7
Indication(s) previously approved v s v, far Frodegt 3 828 ve sgredeimd 2 Vagoral 3 il 2 80p
Pediatric information in labeling 6¢ approﬁy indicationis) is adequate __ inadequate __ V5 Y
A L% S . .
Proposed indication in this application 4 29¢ neld Lomelideon t2p

FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICATION.

IS THE DRUG NEEDED IN ANY PEDIATRIC AGE GROUPS? / Yes (Continue with questions) " No (Sign and return the form)
WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? (Check all that apply)

—Neonates (Birth-Tmonth) __Infants (Tmonth-2yrs) __Children (2-12yrs) vAdolecents(12-16yrs} -

— 1. PEDIATRIC LABELING IS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriate information has been submitted in this or previous
applications and has been adequately summarized in the labeling to permit satisfactory labeling for all pediatric age groups. Further information is not
required.

é 2. PEDIATRIC LABELING 1S ADEQUATE FOR CERTAIN AGE GROUPS. Appropriate information has been submitted in this or previous applications and
has been adequately summarized in the fabeling to permit satisfactory labeling for certain pediatric age groups (e.g., infants, children, and adolescents

iut not neonates). Further information is not fequired. 72« cisenc beloves adlatt 44»;4,_4 Ziial HaZoo Lrin be tileafrtaZig
s fietic % - telvencet r’-rnmre./i‘_g ,4‘ Aral st io Aty %‘/ﬁmm@

w7
& Al ML . . ety .
_3<$EDIATRIE STUDIES ARE NEEDED. There is ptﬁentlai for usein children, and further information is required to permit adequate labeling for this use.
— 8. Anew dosing formulation is needed, and applicant has agreed to provide. the appropriate formulation.
- __b. Anew dosing formulation is needed, however the sponsor is gither not willing to provide it or is in negotiations with FDA.

—C. The applicant has committed to doing such studies as will be required.
‘ {1} Studies are ongoing,
{2} Protocols were submitted and approved.
{3) Protocols were submitted and are under review.
{4) If no protocol has been submitted, attach memo describing status of discussions.

d. If the sponsor is not willing to do pediatric studies, attach copies of FDA's written request that such studies be done and of the sponsor's
written response to that request.

_‘4. PEDIATRIC STUDIES ARE NOT NEEDED. The drug/biologic product has littie potential for use in pediatric patients. Attach memo explaining why
pediatric studies are not needed.

5. if none of the above épply, attach an explanation, as necessary.

ARE THERE ANY PEDIATRIC PHASE IV COMMITMENTS IN THE ACTION LETTER? __Yes éﬁlo ‘
ATTACH AN EXPLANATION FOR ANY OF THE FOREGOING ITEMS, AS NECESSARY. ‘

MMWSWHM L&Myv Z-’qé/” {e.g., medical review, medical officer, team leader)

< . _ y ¢ 3o t5lF
~Sinnature of Preparer and Title @V/«’a‘"?’?xmzfer ( ; Date

(  Orig NDARREE #_.20 . 268
HFD-£20 [Div File
NDAJBLA Action Package
HFD-006/ KRoberts (revised 10/20°¢7)
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, KHYATI ROBERTS, HFD-6 (ROBERTSK)




(’ A ,‘ Advanced Care Pro»ducts

Personal Products Company .
691 Highway 1, P.O. Box 6024
North Brunswick, New Jersey 08302-0724

April 19, 1999 . TP o exacky He tamie

. P -7‘9 M»m»;o:/p‘nfm 7%7/?;
Dr. Mark Goldberger . This bae fediakio s feratn l
Director, Division of Special Pathogens and
Immunologic Drug Products (HFD-590)
Food and Drug Administration
Center for Drug Evaluation and Research
9201 Corporate Boulevard
Rockville, MD 20850

AMENDMENT TO PENDING APPLICATION
Pending NDA 20-968
Miconazole Nitrate Vagina( nd External Cream

Dear Dr. Goldberger:

Reference is made to pending NDA 20-968 for the prescription use of 2 1200 mg miconazole
nitrate vagin d 2% external cream for treating vaginal candidiasis. Reference 1s also
made to two facsimiles, dated April 6, 1999 and April 14, 1999. At this time, Advanced Care
Products (ACP) is responding to the requests in both facsimiles and request that this information
be made part of our pending application.

In response to the April 6, 1999 communication from FDA regarding pediatric studies, ACP ”
{would like to request a full waiver of required pediatric studies for this NDA. This drug product -
;ho;s not represent a meaningful therapeutic benefit over existing treatments and is not expected [
{10 be used in 2 substantial number of pediatric patients.’ It is important to note that priorto ;
" puberty, females do not get vulvovaginal candidiasis (VVC).

Also in response to the April 6 request to clarify the duration of use for the external cream, itis
our intent that the external cream will be used as it is in our other combination therapies. That is,
it can be applied externally twice daily for up to seven days. This was how the external cream
was dosed in the studies to support the NDA. Draft labeling that reflects this -- as well as
updated pediatric and geriatric use subsections (also requested April 6) is attached.




, Pending NDA 20-968
R Miconazole Nitrate 100 mg Vaginal Ovule and 2% External Cream
April 19, 1999

Page2

The April 14, 1999 fax from FDA (Christina Chi) requested copies of case report forms for all
patients (listed below) with adverse experiences in the urinary system.

Study 96-002 Study 97-006
1200 mg Group M7C Group 1200 mg Group M7C Group
01517 01205 03606 01303
00701 01206 01605 ‘ 02603
00303 00619 02506
01001 00703 04203
01416 00503 00101
01114 01311 01701
00717 02103
01101 ~ 04303
01411

( ’ Please feel free to contact me directly at 732-524-1675 if you have any questions.

\_/ Sincerely,
ADVANCED CARE PRODUCTS
O?p & . p WW* Z{fﬂ
APPEARS THIS WAY
ON ORIGINAL Diane Herron :

Director, Regulatory Affairs

cc:  Chnstina Chi, Project Manager, DSPIDP (HFD-590) AFPL |
FPLATS THIS WaY
ON QRIGIHAL




,' Advanaoad Care Produds

Personal Products Company

691 Highway 1

P.O. Box 6024

North Brunswick, NJ 08902-0724

January 13, 1999

Dr. Jose Carreras

Food and Drug Administration

Division of Special Investigations (HFD-344)
7520 Standish Place, Room 125

Rockville, MD 20855

RE: Pending NDA 20-968
MONISTAT® 1 DUAL PAK®
Miconazole Nitrate 1200 mg Soft Gel Insert
and 2% Cream
Investigator Information

Dear Dr. Carreras:

Reference is made to pending NDA 20-968 for Miconazole Nitrate 1200 mg Vaginak ,
and to your December 2, 1998 request for investigator information. Advanced Care Products
(ACP) is providing the investigator information requested to assist your office with the
inspections of the investigators listed below. The site specific information provided herein
includes a copy of the pertinent study protocol, data listings for primary endpoints, a listing of
adverse events (by subject), and a listing of discontinued subjects and the reason for
discontinuation. The sites/investigators are as follows:

Study-96-002 Study 97-006
Dr. W. Ryckman Caplan Dr. Diana Koster v
2744 Lexington Avenue Lovelace Scientific Resources, Inc.
Kenner, LA 70062 2441 Ridgequest SE Drive
Albequerque, NM 87108
Dr. Kevin Patrick '/ Dr. Larry Guilderman
San Diego State University University Clinical Research Associates, Inc.
Student Health Services 1150 North University Drive
5500 Campanile Drive Pembroke Pines, FL. 33024

San Diego, CA 92182-4701




® Page?2 | ’ January 13, 1999

We trust that this information fulfills your request. If there is anything else we can provide or
if you have any questions, please contact me at (732) 524-1675.

Sincerely,
ADVANCED CARE PRODUCTS

IR Ofpaad] il &

Diane Herron
Director, Regulatory Affairs

cc: Christina Chi, Project Manager
Division of Special Pathogens and Immunologic Drug Products

APPEARS THIS WAY
ON ORIGINAL
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AUG 8 1999
CDER LABELING AND NOMENCLATURE COMMITTEE
o CONSULT #]1187 |HFD#|590 PROPOSED PROPRIETARY NAME: PROPOSED ESTABLISHED NAME:
{ ATTENTION: Christina Chi Monistat Dual-Pak miconazole nitrate 1200 mg vagin% )
\ RE:{NDA/IND# = [20-968 | and 2% external cream
A. Look-alike/Sound-alike Potential for confusion:
Low Medium High
Low Medium High
Low Medium High
Low Medium High
Low Medium High
B. Misleading Aspects: C. Other Concerns:

The sponsor should flag the label with information
that the current product contains a new tablet,
strength and shape of tablet.

Major reference texts (American Drug Index,
Goodman and Gilmans, etc.) should be contacted
by sponsor so that their information entries can be
updated with new product characteristics.

D. Established Name
Satisfactory
Unsatisfactory/Reason

Recommended Established Name

E. Proprietary Name Recommendations: ‘
XXX ACCEPTABLE UNACCEPTABLE

F. Signature ofChair/Da;-.//D W é/ 9 / 47
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§ C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

o

Memorandum
DATE: 4/28/99
FROM: Dan Boring, R.Ph., Ph.D., Chair, CDER Labeling and Nomenclature
Committee :
TO: Brad Leissa, M.D., Medical Officer, HFD-590, DSPIDP
SUBJECT:  Monistat trademark applied to products containing different active
ingredients

The CDER Labeling and Nomenclature Committee believes that application of the
same proprietary designation to drug products that contain different active ingredients violates the
principles of both 21CFR201.6(a) and 21CFR201.10 (c) (5).

21CFR201.6(a) provides that false or misleading labeling on a drug with respect to
another drug, device, food or cosmetic may render the drug misbranded. The Committee believes
that having two different products with the same brand name in the marketplace is inherently
misleading and provides the consumer with an opportunity to inadvertently obtain an
inappropriate product.

Additionally, 21CFR201.10 (c) (5), states that labeling may be misleading when
designation of a drug or ingredient by a proprietary name, may be confused with the proprietary
name or the established name of a different drug or ingredient, because of similarities in spelling
or pronunciation. Clearly, in the case of the Monistat products, the different products can be
easily confused because they have the same brand name.

It is the primary recommendation of the Committee that BMP resume use of the
proprietary name VAGISTAT-1 for their otc products containing tioconazole and that
MONISTAT be used for products containing miconazole. However, it is also recognized that the
separate trademark MONISTAT 1 (distinct from MONISTAT) has established brand identity for
products containing tioconazole. If MONISTAT 1 is retained for tioconazole products, then
MONISTAT 1 Dual-Pak is inaccurate and misleading and should be changed to avoid confusion
with MONISTAT 1.

Dan Boring, R.Ph., Ph.D. F
Chair, CDER Labeling and Nomenclature Committee

Cc: Christina Chi




,‘ Advanced Care Products

A Personal Products Company
g 691 Highway 1, P.O. Box 6024
‘ North Brunswick, New Je:sev08_902-0724 o

Dr. Mark Goldberger

Director, Division of Special Pathogens and
Immunologic Drug Products (HFD-590)
Food and Drug Administration

Center for Drug Evaluation and Research
9201 Corporate Boulevard

Rockville, MD 20850

AMENDMENT TO PENDING APPLICATION
SAFETY UPDATE REPORT

Pending NDA 20-968

Miconazole Nitrate Vagina‘ )and External Cream

. Dear Dr. Goldberger:

Reference is made to pending NDA 20-968 for the prescription use of a 1200 mg miconazole
nitrate vagina Jand 2% external cream for treating vaginal candidiasis. Pursuant to section
505(i) of the act, Advanced Care Products (ACP) is hereby updating our pending application
with safety information. .

At this time, there is no new safety information to report. The original clinical database was
locked prior to NDA submission (June 30, 1998). Advanced Care Products has begun enrolling
patients in a large-scale safety study (enrollment began in May 1999), but safety data is not yet
available. No other new studies have been conducted since the original NDA submission.

Should any additional safety data become available, we will update this NDA. Please feel free to
contact me directly at 732-524-1675 if you have any questions.

Sincerely,

( Xzzw\t ;%UCQA&& ff\
Diane Herron
Director, Regulatory Affairs

cc: Christina Chi, Project Manager, DSPIDP (HFD-590)




N ,. Advanced Care Products
ea G

{

Personsl Products
691 Highway 1, P.O, Box 6024
North Bruzgwick. New Jersey 08902-0724

June 11, 1999

Dr. Mark Goldberger

Director, Division of Special Patho gens and
Immunologic Drug Products (HFD-590)
Food and Drug Administration

Center for Drug Evaluation and Research
9201 Corporate Boulevard

Rockville, MD 20850

AMENDMENT TO PENDING APPLICATION
Pending NDA 20-968
Miconazole Nitrate Vaginal And External Cream

Dear Dr. Goldberger:

Reference is made to pending NDA 20-968 for the prescription use of a 1200 mg miconazole
nitrate vagina d 2% extemal cream for treating vaginal candidiasis. Reference is also
made to a fax received today, June 11, 9999, At this time, Advanced Care Products (ACP) is
responding to this fax and ask that this information be made part of our pending application,

There were two questions posed regarding stability testing on an annual batches and long term
stability data. The attachment lists both the questions verbatim from the FDA fax along with
ACP's response.

Per your request of June 9, 1999, our supplie has informed us that

e )
) The supplier has confirmed that they will update

their DMF to include this information.

We feel that this information contained in this submission will satisfy the questions/concerns
raised by FDA. Please feel free to contact me directly at 732-524-1675 if you have any
questions. -

Sincerely,
ADVANCED CARE P5ZODUCTS

Ol . Vi

Diartt Herron
Director, Regulatory Affairs

cc:  Christina Chi, Project Manager, DSPIDP (HFD-5 50)




I' Advanced Care Products

; Personal Products Company
{ 691 Highway 1, P.O. Box 6024 .
North Brunswick. New Jersey 08502-0724

June 7, 1999

Dr. Mark Goldberger

Director, Division of Special Pathogens and
Immunologic Drug Products, HFD-590
Food and Drug Administration

Center for Drug Evaluation and Research
9201 Corporate Boulevard

Rockville, MD 20850

AMENDMENT TO PENDING NDA 20-968 .
Miconazole Nitrate 1200 mg Vaginal(:}nd 2% External Cream

Dear Dr. Goldberger:

b Reference is made to pending NDA 20-968 for the prescription use of a 1200 mg miconazole
: nitrate vaginal and 2% external cream for treating vaginal candidiasis. Reference is
also made to a fax dated June 4, 1999 from FDA regarding comments on labeling from the
Biopharm reviewer. Listed is the comment/question from the fax, with our response directly

below.” The comment/question has been retyped verbatim directly from FDA's fax. Please
see Attachment #].

In addition, ACP is providing the illustrations that will be used In the Patient Package Insert
in the "DIRECTIONS FOR USE" section. There are two pages containing four illustrations.

The number on the illustration corresponds to the number in the instructions. Please see
Attachment #2. '

The updated Physician Package Insert and Patient Package Insert can be located in
Attachment #3, along with an electronic copy of that labeling.

We trust that this is a complete response to the questions/comments raised. If you have any
questions, please feel free to contact me at (732) 524-1675.

Sincerely,

M Aanat

- Diane Herron, '
\J Director, Regulatary Affairs

cc: Christina Chi, Project Manager, DSPIDP (HFD-590)




" Advanced Care Products e

Personal Products Company

691 Highway 1

P.0. Box 6024

North Brunswick, NJ 08502-0724

June 2, 1999 3‘,,“3, RY

Dr. Mark Goldberger

Director, Division of Special Pathogens and
Immunologic Drug Products, HFD-590
Food and Drug Administration

Center for Drug Evaluation and Research
9201 Corporate Boulevard

Rockville, MD 20850

AMENDMENT TO PENDING NDA 20-968
Miconazole Nitrate 1200 mg Vaginal(:} and 2% External Cream

Dear Dr. Goldberger:

Reference is made to pending NDA 20-968 for the prescription use of a 1200 mg miconazole nitrate
vagin. and 2% external cream for treating vaginal candidiasis. Reference is also made to our
May 7, 1999 submission of a new proposed name for the subject pending NDA, MONISTAT®
DUAL-PAK. As per an agency request for additional information made on May 25, 1999, Advanced
Care Products (ACP) is providing information related to the status of a previous “Dual-Pak” product
we marketed.

)MONISTAT®

'DUAL-PAK (miconazole nitrate 200 mg vaginal suppositories with miconazole nitrate 2% cream),
until June 1996. The last batch of product was manufactured in March 1996 and camried a 3 year
expiration date, which results in the last batch shipped having an expiration date of March 1999. We
therefore confirm that none of this product remains on the market at this time.

- In addition, ACP commits that we will notify pertinent trade publications (e.g., USP DI, Martindales,

AHFS Drug Information, etc) regardmg the difference between the MONISTAT DUAL-PAK
product previously { }and the subject product,
MONISTAT DUAL-PAK prior to launch.

We trust that this is a complete respanse to the issues raised. If you have any questions, please feel
free to contact me at (732) 524-1675. We look forward to achieving a timely resolution to this issue,

Sincerely,
Diane Herron
Director, Regulatory Affairs

cc: Christina Chi, Project Manager, DSPIDP (HFD-590)
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£ Q Advanced Care Products

¢ 691 Highway 1, P.O. Box 6024
v North Brunswick, New Jersey 08902-0724

May 4, 1999

Mark Goldberger, M.D.

Director .

Food and Drug Administration

Division of Special Pathogens and
Immunologic Drug Products (HFD-590)
9201 Corporate Boulevard

Rockville, MD 20850

Amendment to Pending Application
NDA 20-968 :
Miconazole Nitrate 1200 mg VaginaC:and 2% External Cream

Dear Dr. Goldberger:

Reference is made to a question received from the agency on May 4, 1999 regarding the
Environmental Assessment (EA) submitted as part of the subject New Drug Application (NDA).
It was requested that we formally claim categorical exclusion based on the information provided
in the Environmental Assessment submitted in our original NDA submitted June 30, 1998 (Vol.
1.3, p. 03-000691).

At this time, Advanced Care Products is claiming a categorical exclusion for the subject new
drug application. Per §25.31(b), the subject NDA qualifies for a categorical exclusion as the
action increases the use of the active pojety, but the estimated concentration at the point of entry
into the aquatic environment will bef » ,1 Advanced Care Products has no
knowledge of extraordinary circumstances that would affect this concentration calculation.

Should you have any questions regarding this amendment or the claimed categorical exclusion,
please contact me directly at (732) 524-1675. ‘ :

Very truly yours,

O;}zm:g . M éﬂ

( | Director, Regulatory Affairs
Advanced Care Products

cc:  Chnstina Chi, Project Manager, DSPIDP (HFD-590)




